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^= (54) Title: METHOD OF SCREENING REMEDY FOR PROLIFERATIVE DISEASE 

= (54)^B^a)€«5: tjimm\t^Bi}^mm(D:kc? ')--i^<fy5',i 

(57) Abstract: Itis intended to disclose a screening method which involves the step of analyzing whether or not a test substance 
inhibits FBP and the step of analyzing whether or not a test substance inhibits FBP-2. It is also intended to disclose a medicinal 
composition for treating a proliferative disease which contains as the active ingredient(s) a substance inhibiting FBP and a substance 

rH inhibiting FBP-2. or a substance inhibiting ¥BV and FBP-2. It is moreover intended to disclose a method of treating a proliferative 

^ disease by administering a substance inhibiting FBP and a substance inhibiting FBP-2, or a substance inhibiting FBP and FBP-2. 
The above-described screening method is useful as a screening system for obtaining a substance which is useful as a remedy for 

^ a proliferative disease. The above-described medicinal composition for treating a proliferative disease and a method of treating a 

^ proliferative disease are based on a novel function mechanism. 
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m m m 

w^^^u^m^it-mizit—::^mDNA^nmfr%>i3^. kh (hnRNP 

K protein Homology) -f ^X(DD N A 

Zt^^^ihHXl^^ {^mt'^Xm-i) o ■^(KXP'yT.lzm-r^F BP (FUSE- 
Binding Protein) 1*. jMBfelilS^ttK^BBS^^bl-gB^b^ c -m y 

cf&mA^=F(ozro^-'^-mm<D 5 oo^»$*±gsticjiaf §:7i-x (f 

USE, far upstream element) CDifilnl^— :$;iiD N AlC 

tt^fLNCi: . FBPId::7a.— XfC^^f -Smni::, DNA^U 

tfjS'tt^^-T'i) TFllH (Transcript ion Factor II 

H) tm-^Lo^^it itmtfxm^) . FBP(o%mmmmmmfi^mMi^m 

t.^zt 1 ~ 3 ) . i^itiz^ y f b p (Dm r n Ai*M'>-r -5 c (im 

iBJiJizPLT. FBP t(omW±ib<'mi^'^:^^<^MtLx. fbp-2;riXfb 

P - 3 ;!)<*n t,tL-C*J y . :«>4bi5§#lc J; y F B P 0Mm*<±^^ti^s F B P - 2 
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— • • -b--rx>x • • if • zL-r-i^^:; K • T^T-W*;/ • •T:^*Ji3 
(Proceedings of the National Academy of Sciences of the United States 

of America) J . (T^'J*) , 1996^. ||95^. p. 5830-5835 
i$m^1cm 2 ) r i/— >X ■ T > K ■ 5= -f ^ □ > h (Genes and 

Development) J . (T^'J*) . 1994^. ms^. p, 465-480 
(I^J^i'FlStiltS) r+F . x>7t? • (The EMBO Journal) j . ( K-T 

*:/) . 2000^. ^^m, p. 1034-1044 

($^m^:Xm4) r^u^r^^— • 42;U (Molecular Cell) J . (T>'J:^) . 
2000^^. msm. p. 331-341 

(The Journal of Biological Chemistry) j . (Tp^'J*) , 1996^. ||271#, 
p. 31679-31687 

SI^^|§W09419465#/<>77U'V h 

(#i^S:i^2) pf^n^itnus 573401 e-^sjilffl* 
(«f#i^:fcM3) i¥imm^m\iS 5580760-^B^$fflS 

:*:^B-§#I*> IJi«W^^fT>£i:o feigns ^$ffl5SlcfcL^■r . FBP. FBP-2. 
St>*FBP-3<Drt. FBP. FBP-2.. ^ L < I* F B P - 3 (D^Jfi^a^JiPflJ. 
XI* F B PISlXS FBP-3. ^L<I*FBP-2 RXS F B P - 3 (Dl^Bf^UfflilJ 

$=fT^i:or ^,iSiBS5E7b^*i§*$nni:L^7b^ F BPRlS FBP - 2(D|^|B#^?iPfIJ^ 
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p;ru* F B p - 2 timu^^^n^m^-t^^ t iz^ y mzmm^immf^mm 

3fel/l3FBP&i;FBP-2^iiP$IJ-r-5i^Ms FBP^ 

mm-t^f^mRU f b p - 2 ^m\i-^i^n^^^-r^:it ijmtztjimm^ 

[1] FBP^^IP*^J•r'57!^^=§7b^^:^^fif-r'§)X|i. F B P - 2 ^WJ-T-St!)^ 

[3] ii5iltt3^a;{)<^-efe-5)s [1] XI* [2] izgBi^a)x^7'j-^>-5f:^ji ; 

[4] [1] {zt&mco'^moLm. RifmmitJim^^t.\ mmi^mmytmmmm 

[5] [1] izmm<D:^<7U—=.>':ryjmx'm^^tt<v^^!i^m^mmm^i: 

[6] FBP^mu-t^^mjkiSFBP-z^mm-r^^Ms x(*FBPRt/:F 
B p - 2 ^mmt^<mM^mmmi^t-r^. mm^mm7^mmm.mmm.m 

[7] FBP^jqifiJt-'5!|^HJil>*FBP-2^»J-r'5)!|^K, Xli, fbp;ru* 

FBP-2^ttptij-r^j^a^is-%^-r^z<i:^#t;> ±^5ittj^^j^i^:^j£ ; • 
[8] FBP^mu-r^^n:si.iSFBP-z^mi\-r^^m. xi*. fbp^^i; 
F B p - 2 ^mp\-r^mM<D^, mm^mm}^mmmmmf&<^Ui^<otziib(Dmm 

[9] FBPai;/'X(*FBP-2(Z>DNAig»iE^jO!>AAIZligE< 1 9~2 1 
»7{)^ f>/d:^. F B PJRUVXI* F B P - 2 lC^f#Mfl<]^i:^aiB^^lJ(cS-^*l^rlSI+^ 
tl-S s i RN A ; 

[10] ( 1 ) -MiiR N A§B^*^\ lE^iJs-^ 1 3 x-m^H^i^&mm. XI*-?- 

<DHz >;^fi<Z> 3 ' 5153m*<1 ^L<(*2tgS:5iJ^Lfc^SiB5iJ7!»^P>^»:i>s i RN 
A ; 

(2) z:S^RNAS|J^;!)<, iB5»m#l 4T?S^ti'5*gSi2^J> X(*^<J)-lr>X 

110)3' ^5ra;!)^~1 ^L<^*2^iS^^Ltc^g»iH?'JA^b/d:'i)s i RNA ; fe'5L^ 
I* 
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(3) -MMRN A$|J:Ji'*^^ iB5»JS#1 5 T'S^^-S^SIBJIJ. 5U*-?-<0-tr 
m<D3' mmt)^'imL<lt2m&X^Ltzi^&mmt^h>ti:^s i RNA ; ^Ulz 

[11] [9] XI* [1 03 izumcos i Rt^ A^m^f&^t-r^. mm^^^ 
ymmnmm} tit. mmiz^\i-^m^<Dm'^mmiz&-^<mmx*^^). 

i;FBP-2$»j-r-5!i^s. XI*. FBPjsLiSFBP-2^mm-r^mm^m 
M^t-t^mm^^By^mmmmmmmtim^Li^ii^. fbp ^wm-t^<^n 
t:mt^f^^t-r^mm.nmmi^mmmmmf&mt f b p - 2 ^mi-t^w^^ 
M^t-r^mm^^mm^-^mmmmmmmt ^mm-r^:^tijxt. FBP^jrp 
u^^^m^mtdim'^t^^mmn'^Bi^'^mmmmmmti^mmoF BP -2 
t:WUt^^m'^m}&im'^t-r^mmnmmy^mmmmmm^. fbp- 

pi^mM-r^mn^m^mi^t^^mm^^m^^mmmmm^^b^mmiz-^-^ 

:^BJ$ffla:|c3ol^-C. Ts i RNAJ t\±. iWy^=?-^=Fl^RH A (sma I I 
interfering RNA) ^Sl^T-So s i RN Al*, -SMtORN A 

m>it. »^L< i*-t2>;:^ii;&i/7'>^-iz>;^ti<2)3' mmM—j^—j\><ni 

ii^^U^)s RNAT^ (RNA i ; RNA Interference) tn\t 
MmmmmW^^B.=f-m'mm\'S:mm-t^ (Fire. k.m. Nature. 391. 806- 
811. 1998) o 

:*:i§BJ<7)s i RNAitLXl*. 
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Sie5ij3bNt>'Ef'5T>5^-fe>X0t7!)^t>JE»:^s I RNA ; Xlt 
»SS^JA^P>^^:'5T>5"^2>;^^tA^^>^j:'5 s i RNA 

mm^B^(Dzfo^—'$i'-mm<D^ 5oo^^M±^iz^m-t^y=L—x (fu 

SE, far upstream element) D N A 

'^•th'^l^y^^ntLXMm- ^M^^fz (Genes Dev., 8, 465-480. 1994) <& 

^ncDt :yji<7m.xib^o tfbp-zj M rpBP-aj i*. t5 

Biol. Chetn. . 271. 31679-31687. 1996) Xh^o 

mi (*> I RNA^^ALfcPC33gJjffll!ai*(Ci3(t§. FBP. FBP 

(a) l*SA^^2 4b#Fb1. (b) [tmx'^k^amm. (c) 1*^x^7 2 b#Pb1 

ft<D3ig^^^-ro IB# TAc t J liv T<7^>$mP*-r-i>o 

^21*. #as i RNA^^ALfcPC3^«IBa^*lcfcIt§. ^aflStilOlg^k 

El 3 (is #?Is i RN A^^ALfcH e L a S 3^jiffll!ai*(c33lt^. ^$fflfl&l8t 

<Dmt^7^-r<f'yyx^^o mmitmmm'^. mmtmxmmm mm) ^^-To 

^iBxiiji'is) -r^x^i, :au^, FBP-2^»j-r^*^S3{)>^^w-r-5x^^ 
^t.\ ii5it45iii.#>^^^t LxmmwmmcoT.^ ')—-:^f-)3'Axh^o f b p 
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FBP^r]— ^mRNA:Rt^FB P-2$a— K-^-SmRN A. XI*. F 

BP^>/i<7 nom^RxSF BP-z^>/<^ monm^^mu-t^fr'^ii^^^m 
-r-scticj: mm^^'mmy^mmt Lxmmu^M(07.<p g-:^><f*<wig-e 
fe^o mfi^i:^^if^FBPjBLUFBP-z(ommA<Dmt^^^i- 

FBP^ZI— Kt''5mRNASl/FBP-2$Z]— Kf -SmRNA, Xl*> F 
B PJti/F B P - 2 ^ V/^-JySjb^ ^|#^(7)*BBII&(Cfe^^r^^^tL^7&^S75^^^^^ 

^51J^(*\ FBP&t>*FBP-2$^SJ-r^ft^a>t hW, ^L<l*. FBP 

^^ij-r-sestDt h«3it;FBP-2^^ij-r'§)fim(Dt tit 
mmm^^^T^z t iccfc y . fiiriBiSiiii^si*^ f b pa>m r n Ajto^ f b p - 2 

CtA^-e^'So ■T'tftP*), FBPJtUJFBP-2^^^M'>^L<(*}iP9J-r-SSE 

HtFlBMIt4^M^#t?-t^->::^;n::#^E-r-5 f b P(Dm r n a:ri;f b p 
-2<DmRNA. MU'f::. ^>/'?^K(7)a^iI§!tii?^#'l)0)r% •il^^ePCD^ffi^:^;^. 

^J^i*. y— tf^^P'v hX(*E L I s A5* [^J^iSs fbpsu:/xi*fbp 

- 2 ^^4t|-r<5*n;<*$:^Lx- Ht^OJSIffilcgR^^-lJ-tc^. ^C|zM®|!i^K^#t? 

-b->:^;u^iin^. 5>^l^-t?, afe(Dfji<*tld:tjiJlxt" h— fbpsd^fb 

P-2^!f,i^-r-g)|jT;i;*c, Xf*. FBP^ill^-r-Sta<*SU^FBP-2^MiS6-r^ 
m<*$*n^T. ?^#(Din<*(D@*|^(D|S^S^t^^^^tff-r'5 (Methods in 
Enzymology. 118. 742-766. 1986) ] rnxm"^-^^:! tt^X'^ FBPCD^ii 

ni^\^xSFBP-za>%-mmvi\t. n^[^i^mr^:it^x'^^\.. m-X'^^f 
-sc<i:t-e#«So j:y***:e<iicf*, mm^z\^^m\^fz^mx. fbp;rujfb 
p - 2 <r>mm!!^n^^^-t ^zLt-h^xt^o 

:^mm(r>7.<p^)--:y</l5mt. m^\t. FBPSUVXI* FBP-2^^JJ 
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prtfeJtt^'J?^— . fc-SLMi. FBP<7)3fP^— :S'-fIigK^U7K— ^f-ita^lCji 
Lyt#i!) Rltg^d:'<^ ^ F B p - 2 (7>::^p ^-^ — MJ^^ U/K-^ -it^ 
^dil^ Lfcf^Sl Rltg'Sr^'i? ^ L, nSWicSA Lfr?g±$fflBa^fiJffl L. 

iit@|J|^Ka>#^T^L<i*l^#^T(cfc(t^U7H— ^i-JSIt m^it. ;ui^7x 

m^p^ lifrpf ij-r -i) 7b>sAN ^:j3^:UT-r -5ct75)<t?#-§)„ FBP (omMm%mis fbp 

-2<DmmMP]lt. FBP^tt^F B P-2(D^^P^ — ^— <^Ii|!c^b7tx°— ^— it 

B=s-±^i^mmLtzim'simtii^<p^-. fc^iM*. FBPa>^p^-^-MJ^ 

^ U?K-'Si -il^5d=^lC^iSS Lfc^l^lJl rIhM^C^^? ^ -5tt/^ F B P - 2 O^^P ^— 

mi\ mv^iz'^m-r^^ti,t^^^L. FBPoifp^— $i-<^jie$-u7K-$'- 
mm^izmi^Ltzim^mti:^0'5'-^mxLfzm±mm. si>\ fbp- 20 

frlB'^'J'^i— t Lriis mx\^. FBPJSLZSy:sLitFBP-z(o^:fu=E—^ 
—mi^ m?n^. FBP<j>:^a=E:—^—^i$itLxit. M.^mm^Aco ^ 

FBP-20)zfn^-^—mi^t Lxit. A^ats-^Ac 103591 CD^M 
x^mmizmi^jh,fzm±mmiummmon^Tji.it4m^Txim l^^. $ib 

B PStXF B p - 2a)>^P^-^— ;S1t^Mii'^XIiJin^J-r-5A^=gj!)^^;^^^'&- 
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1 7b<-e # -So F B p st>* F B p - 2 a)zfa=E—'$t—^^^m<}^^yi.itm^-rhum 

MBM(D7.<P 'J—--:y<f:^}M\t. m^lt. F B P^iUI^/XfiF B P - 2(D#:^P 

(2) F B ps.tjf F B p -z(Dmm^muir^ii-^'si3'^t:^^-r^y3'^ 

FBP&tJ^FBP-a (Omm'&mm-t^tztblZlt. F B Pjit; F B P - 2 
-^^^tmKWm^-t^iZ-^t^^^o -^-d-e. FBPJti;FBP-2.!:$g^^^^ 
t (D^iS^f ffi ^PM-r <?) d t^inmiZ. FBPRt/FBP-2 O^tg^Wlt-'S 

!felM$llI^-r'&C,!:*^*^?^§o :s^^B^i:i(*> FBPMF BP-2 t^^'^^^t 

^I'to^'^t^w^m^^^mwTX'om'^m:. ms&ummn*^FBPisLUFB p 
irhciti)<x^^o F B p:ru^ F B p - 2 ti^'^^A=F t<o^^^m<}^^xitmm-t 

FBPRxSFBP-zm^'^i-^zii^mMiz^ fbp;rujfbp 

-zom^^^nmr^mm^mn-r^ztij^x^^o mw^izit. fspso^f 

BP-Z'^ly/i^M'&mmz^O — Z^t LT^^L. FBPjtl/FBP-2<7)$g^ 
if^F'^m^-t^o FBPRV^FBP-zm^-^^^^lt. :^mMXM,tiiLfzFBP 

MFBP-zizj^:bmf^^mw^t^'ffth. m^it. ^>/i<pm:. 
DNA. RNA. ^itm(omm=f-) -efe^o i¥s9B(c(*. mii<oy5}iiXib^mm'y 

-/N-f :?<J (Nature. 340. 245-247. 1989) . fe^L^I*. FBP;RI;/X 
I*FBP-2^^il-r-§>'ffiSa)t Hm(DttaiJ|^^L< I*®^(i:;l'&L, ±it^ 
m^mz^i'J^ FBPai;FBP-2(7)^S^:«'^^lHli|XLs i&mi'^Zti)^X^ 
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mum^ (1) (dfbpmf BP-2(Dmm'^w%i\-t^t)'^^i3^^'^mt^y5 
mums (2) (0FBPRiSFBP-z<Dm^^muir^f}^^f3^^^A 

XhU— ii^S (Tetrahedron, 51. 8135-8137. 1995) ^xnihHfzit'^'^U. 
fe-SLNlS. ZPT — iy-^f^y^zTLy^iii (J. Mol. Biol.. 222, 301-310. 1991) 

'J— ->^^:^5ilcj;;h.f*. V F BP:BlISF BP - z^WUt^^ 

fe-SLM±. yFBP^mm-t^^Ms m ^f bp -ztimi-thmni t:mm 
■t^t. FBp:siTSFBP-2.tmmz^'^nv\'^^s m^'^ttmrn-^^^o 

2 O %. ck y if* L < \t.'PU < <i: 4 0 %, Ml:i*f * L < l*'>^j: < 5 O % 

:^mm<ommmf&^(Dmidim^it. fbp ^]m\ir^i^mjsi.if f b p - 2 ^tw 
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Mi-^mm. xii. FBPSt;FBP-2^tintij-r^'^Kr-fe^isy. m^m^ 

Xfi-^s FBP. FBP-2, Xlt. FBPJSiUFBP-Z^imiir^mM'^M. 

>7.m<D3' mtma)7!r—y^—/'^><ftt^ihU^J. rna i ^-e^-T-So RNAi 

itmitmiZ^^^^tcm^Xu RNa s elllX> K35-^UT-4fl::ckoi:^i: 
-6 2 1 '-a 3i^tta>s i RNA$^LT^C-5 (Genes Dev. 15. 485-490. 
2001) „ ^©2 1 ~2 3ife*<Ds i RNAFhIIcI*, ^mi::.^lt;&^'^<0<Ol^-fH 
tRNAi^m^^-Tc *tc. 3' ftl|a>:t-A--'^><^^±^^^■5'tL1 XI*2^S 

^lfi<J|::^aMLtc^M»7!)<^^?*Lt^A^^ :fg^iL-Cl^7^^:t^t<D-e^,3t:^^•'5:RN A i 3^!^ 
7!)«IS«>t>;txi> (EMBO. J.. 20. 6877-7888, 2001: Genes Dev. , 15, 188-200. 
2001) „ /WW^tl^s i RNAt RNA i ^S^^'^'o 

Tjirfc. ^trlB^SiS (2 1~2 3^S) J*. /N*-/N>^$#t?i2:^XmX(* 

s i RNA(7)3' m:t-y^-^\i^<f'^mf^'r^'jyf-mmtLxit. m^it. u 

LN^Ztjb^-e^. 3' mOyi—/^—^\><ft:mf^-r^'f:t=^'^'}7^^MtLXlt. 
mXlt. dT > dA (7^:*-^vT7=>' v» . dG (7^7^/^F^^T 

:^mm<DmmM^(omt^m^^tLxmi^^^t(Dx^^. ^iib^cds i rn 

Alwli. 

FBP<D^^^#mfi<JlCjipflJ^-|)Ct(Dtf^'§)S i RNA (JJAT. FBP#m6*J 
s i RNAt^-t^) : 

FBP-2(Dfgig$!f$afi^(^WJ-ri> "^'^^s i RNA i&.T. FBP- 
2!t#^e<Js i RN Aibl^i-r'S) ; MlXlw 
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FBPRxSFBP-z(Dmy5(o^m'^^^mmzmm-r^^t<Di^^^s \ rna 

(JiAT. F B P;&l/F B P-2!ftM6*Js i RNAih^vf-S) 

FBPJtlX/XI*FBP-2!f#mfi<ls i RNAI*. F B P Sl^/XI* F B P - 
2 |C«f#a6*I'£P D N A taSiB^iJ L < I* 2 1 2 3 tggj&N P> fd: «>^SiS 

5iJ) (C»-:5LNTiSti-$*l. FBP&Uf/Xf*FBP-2©fg^^f#M6*il^WlflJi' 
-Sz tcD-e^-S s i RN ATJfe-SPSy. mzm^^^^^O)-r:lttdi< . (iJiJ 

J. Am. Chem. Soc. , 120. 11820-11821. 1998; :&t>*Methods. 23. 206- 
217. 2001) Iz^^'JUj^t^^^tii^X'^^o ^^JMitmizlt. FBP&t//"XI* 
FBP-Zl^i^Mfi^l^CDN A^«iB5IJI*. m^\t. l>jLT<D^miZ^^)miRt^^ 
tt<X*^^o -rtaib-^. FBPSt//XI*FBP-2®Fj|$&=] K>3b^fc)5 0^» 
Jil±TSil<D«*OCDA A^molt-i) (mWm=F<Dm'^UiiL^T^lf^tzib) » AAIC 
M< 1 9-2 1 (Dt^aiBJlJ^fS^L. A A^#t?2 1 ~2 3±i»G)GC=l>7^> 
h^f+^L, 5 0%Htlf^.-efe-SZi:^?iilil-r'l>o GC=i>^> H*^~3 Oo/oglT^ 

^(Ztt. S(CTSlE<DAA^g^L. P#fcL-CGC=i>T^> h^fit^-r-So 
tt7c^SiB5>J<t1i(::oLNT, 7^— $''<-;:?.^^^^JiL. F B p;Rl/f/X(* F B 

p - 2 ic#Me<3-efe^ - <!: ^mm-r^o 

tjitS. FB PSt>VXI*FBP-2|Z!ttm6<J7?fei>*NSA^(*. -l^iJ^lSs Nat 
ional Center for Biotechnology Infor 
mat ion (NCBI) ©BLAST (Basic local alignment search tool; 
J. Mol. Biol.. 215. 403-410. 1990) -y-^-C F B P^tl/XXI* F B P- 2 ^ 

Ts i RNA^IStfr-6C«>:7b<-e#-§>o ^JiJ^li*. ^«iiRNAg|l:b^*^\ #t>^fc 
DN A^*iB9iJ$-?-(7)**RN ASB^iJI-^^LtcRN Atg»iE5iiA>e)Ji»:'S^ s i 
RNA^^ff-rSdirA^-C'^-So 'Srfc. *B^3M#l::*5t^T. DNA^SIB^J^R 
N AJtMSlH^iJIC^^^-r-Stl*. DN AigaiB^lJi:: felted T^UlZ^i^L. 
Kl^CDJ^a. -r^i:*:)*>s dA. dG. &t/dC$. ^tt-?-*tL. A. G. :&i;cic 
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FBP. FBP-2. JLits FB P:&IXFB P-2Jt#^6*]s i RNACDlSftl:: 
fflLN^FBP. FBP-2. Xli^ FBP&XSF BP-2^mtfiitiiik^Wi^^\tL 
X\t. m^Ht. FBP. FBP-2. Xlis FBPJit;FBP-2a)DNAig® 
mmOAA (iff^L<l*l^J&=i K>36^^>5 0ifeSKX±T3iE<DAA) lcg|< 1 9 - 
2 1 ^ma^i^U^s ^m&^tj:m&mm (G C=j L < [*4 0~ 6 

0%. .fc y j^$L< (*4 5-5 5%) ^^if^ct^^-e^^o 

FBPf^^m&^tiii^&Wimt LTIi, #Jx.l^. lE^iJS-^ 1 XliiB5iJ#-^ 1 6~ 1 

FBP-2<NFMM/d:J^SiH9ijt LTi*. -^ij^i*. mmm-^ 2 :Ritmm^ 2 0 
FBPs.u*FBP-2!f#sfl<j'&*i^i55iji:L-c(*. -ijijjLii. w&mm^4vm^ 

s i RNAi:LTl*. m^lt. -MMRN AlrtJ^i-*^. iH?iJ#-^ 1 SX-m^^^m. 

&mm. xi*-ea)H2>xm<i>3' *^A<i^L<i*2^s^^Lfc^siB^j cr 

iB5iJS-^2 -ea$:t^^^»iB5lJlcS-Da^riSft$tL^. 2^^BJ(D F B P - 2it# 
MWs i RNAtL-Cli. -«MRN A§P^^3{)<. ie?iJ#-^ 1 47?^$H 

-S^SlBJIJs Xtt^CDHz >XM<» 3 ' 1 ^ L < I* 2 tgS^^ Lfc^SlH^iJ 

~mi 9#gcD^^S;{)^^>''d:-&iB?iJ) Tb^^^t^s i RN A^^lf -SCi:AN*-e#^o 

iB^JS#4-e^$tL-5*^aie5lJlca-:5Lx-CiSl+$4x*, 3^^B^(7)FBP&t;^F 
BP-2!^mfi<Is i RNAirLTI*. m^Llt. -«$iR N A§|J^6<, iB5«J##1 
ST-a^^l'S^aSE^Js ^lt^(0-b>xm<0 3' 5^aa§A^1^L<l*2J6g»^^L 
tcJtSlB^iJ (■r^i:*^*., i29iJS-^l 5t?^$*i'5^Si59iJlcfctt-5miSi~ll 
2 O # g (Dik&t-^ i^tdi^mi]. ^ L < lilB^iJS-^ ^ 5Vm^n^ ^SlE^i |3 It 
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Ztl^(D2|s;fgBJ(DFBP^fct>V3Z.liFBP-24#M6*Js i RNAICl*. i5>J^I^. 
-lr>;^mai//XliT>^H2>;^m<0 3' Mm^s 'e^^'^i^^LLX. 1X1*2 

e^'jTt?*^^ (dT, dA. dG. ^L<l±dC^) ] *WP^*Lfc^— 
y^^^-r-Ss i RNA. Ilfet;(z:t— /<— ^^><7''^=^L^»:L^s i R N A *<#*;K'?>o 

ic. ^;h.€tL341i: LT. i 3?.l*2it»<DUXf*d T*^<tJjn^;Ky=^— /<— /N>y 
X(*2^»a>UXttd T*<#Aa^tlfe7|--M— y\>WJ:''JJf^L<. 42>XM 

i^tii^-tZ^Tsmt. lE^lJII^ 9 ^ H ^ i^*iB5lJ A^ P) Jjf •§> T <t An 

f>/d:-5s i RN A7!)<#lzJ?^LL>o mmm^5Vm^H^i^^m^\i3'^h>ti:i>-\z> 

||lSe~l|2 1#a<DJ^»7&NP>?a:'5RNASlJ^D^(D3' #J(C. d T3!)<2-^#j!ia^ 

ttfcRN A/DN A^^^/H'JJ^-J^ ^^5" K-^fe-So :ia>-b>::^mt z.<DT >^ 
•iz>7.mtii-^ihtj:^s i RNAlzfcLNrii. Hi Se~ll2 1 Sa(D^S3&Nt>>5: 

^RN A^P^^A^'-SiiSft^fijjL. 112 2Sg&l/m2 3SSa)d T;t»<3' 

^IK^BJ© F B P - 2 it#MW s i RNAtLTIi, 1551^-^6 1?a$;h.'&*i»SB 
mti3^^iS:^s i RN A3E)<i^flC^f*Lt^o iB?iJ#-^ 6 -C?a$tl'SJ®SiB^JA^^'£j: 
ti^'^K. mi#S~m2 lSga)^»56>i=>^j:-g)RNAgp^3^(D3' ilJlC. dTii<Z 
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<DTl^^-iz>:^mtt-^ihtJi^ s i RN AlcJJlNTIi, Hi Sa~ll2 1 Sg£Dig 

>^-b>XM<t75^t>^j:'?>s i RN A7!)^if#lz^l^^LL^o iB5iJS-^8-eg$n^i^* 

d TA^20#*n^;h.fcRN A/DN A^pt^/K'J^l^ lyTt'F l^Vtb^o CO-iz^ 
:!i.mtZ<07>'^-iZly^mti)^i^ts^s i RNA|Cfct^Tl*. |g1#g'-l|2 1 

S^CDti»3b^e>7^i:■§>RN A§|5^^A^'-Sii^ML> 112 2Sg2SiU^m2 3#g<C 
d T 3 ' i^ij / n > -J?^^ ^ ff^^-f o 

:$^mm<Dmmmj^<^<Dm^^^tLxit. s i rn At^itbic^,. t> 

^-tz^X/KUJ^-J? K (DN A&tf^RN A^^t?) ^fflL^'g)C: <t7!)<-?: #'So 

Am. Chem. Soc. . 103: 3185-3191, 1981) . ^-f. ^J:^lis NCBIOBLAS 
T-tl— 5^-eFBP:&l//'XI*FBP-2!f#^Wd:i5^J (^J:^(*. IB^iJS-^l. 12 

mm^z, :si.\twimm^ 4 IE-Bit H^i^&mm ^s^kl. ^;}a(cstf-r'57>^ 
uvex>h(D^fi$. M^m. &u*i*«. i^B^ma^ti-sfi^ (tLfctLii*) . 
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itmmi9:mz'Di^xm:^t^zti}<x^^o m^s m:^m(o±x<D3'D(D^^zf 
(D7kmM-sL[mmntm^'^t>'^x^mir^:Ltt<x^^^ #1^*?* lln^jsj^ 
mmmw^i^^t. f b p - 2 ^iip*j-r'S!t^3»**^/?£^'-«!:-^'&ii5ii'i4a^E/n^ 

immm.mm. m7L\t. moy^mzm^x. FBP&i;FBP-2^jja>ii 
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5 t?a ^ H-s^siB^ij ^ jfe ^ -tz >7.mtmmm^- q vm ^^^i^mmmt'^ t> tj: 

^Tl^'f-izl^T.mtity^'^^Ji^ s i RNA. iB5iJS-i-6-e^$;|x-5*^SlB^ij3{)^P)3Ei: 

-§>s i RNA. 3Z.(ii^^lJ#-^8■^:a$^-5)ii»iB?lJA^t,4^'S^2>xm<l:iB?'lJS•^ 
1 2T'S$t^.'S^Si^^J?{)^^^^^T>^-b>^m«t/)^&^^'5> s i rna) ^i'^m 
ir^fzisb(Oys^lt. ^^^"-iflcfclNrmp-^fe-S (J. Am. Chem. Soc. . 103: 
3185-3191. 1981) » 

y ("Molecular Clonlng-A Laboratory Manual", Cold Spring Harbor 
Laboratory, NY, 1989^) , J?^ LL^$I^^;^D N Alzfel^-Cs iB9iJ#-^l. IS 

mi^s :^mmx'it. mmm^T> m^m-^z^ xifmmm^^xm^^^i^^ 

iB^iJl::>t*-r -ST >^Hz D N A ^^SMlc^A Lfc?i^W^ 

=t<DXltta:l\ JEffc. #l::iTy*^'5:l^^-&l*^ ^ftKO;^)* (^JiJ^I^, "Molecular 
Cloning-A Laboratory Manual", Cold Spring Harbor Laboratory. NY. 1989^ 
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mmm^ fbp. fbp-2. 3i(j:FBP-3(z#aa^^cgs i rna<p^m 

NAlC>i>tf&-r -Ss i RNA<!rLT. le^UH^O -ea^tl-S^SiB5iJA^t>'Sf542 > 

BPf#mfi*I5E»:s i RNA (^*— ^*±) ^^S^ffiLtco i5?iJ##5-ea 
$ n ^»iH9iJ l^iBJUS-^ 9 r- S ^ <S ^»iB5iJ *^ 6 ^i: S T 

3' <|IJ|C, dT *<2-Q#*n$;KycRN A/DN A4^>^/-K'J3?^ U 

mm^s F BP- 2^3— K-r -sJesiB^ijcDrt. iB^iis-^a-ea^tt-s^siB 

5IJ7b^e)'Ei:'5DN AJC?i*JS-r§ s i RNAtLT, IHJIJS^ 6 T?^$tU-StiSiB^J 

tt)-^h>tj:^. FBP-2if#mfi*J^>:s i RNA (^*— vrj > Uit— ^jS^ffl L 
fzo ^fc. FBP-3^=i— K-r-SJ^aiB^iJOOl^, iBJiJ##3-t^^^;tX'St^»iE 
5IJ*>t)^C€>DN Afz^jS;-r-5 s i RNA<!rLT. iB5iJ#-§-7 -e^;^*L-5^*iE?iJ 

tti^ihtj:^, FBP-S^ma^I^Cs i RNA V =1 U tf— ^ISSffl L 

tco iB5iJ#^6X(i7-e^^;tX'§»±i*lB5ij7!)^f>'£i:'l)Hz>xMSl/JiB^JS-^l OX 

2 1 #@(DJg»*^^>n^:'&RN A§|5^^a)3' {llJlZ, d T 2 0#JP $tL/= R N A/ 

NCBIOBLAST -y— ^CO^g*. IB^iJS-^ 1 s iB51J#-^ 2 > ;RtXiB5>J#^ 
3T?^$tt'g)^*iB?IJI*s ^*L^*tL. FBP, FBP-2, F B P - 3 IC^ 

j^ciB^iJ -e fe § - 1 A^':^ ^ jfxfr o 

MIC, FBP^3— K-r-S^SiB^iJcts FBP-2$3— K-r-5^SiE5iJ«l:A^* 
^il^'^fSP^i-CDI^s iB5iM^4T?^$*x-5i^*iB?iJ;6^t>'S:'&DN Alz^jSf ^ s i 
RNA^rLT. IB5iJS^8-e*^;fL^i^SiB5iJ*>t><j:§-lr>;^Mt, i35iJ##1 
2-ea$j|X'&^SlB^j7!)^t>>'cj:'5T>^-b>;^Mi:7!)>e>'E»:'l)s F B PJSlU^FBP- 
2<Dmi5\zn'r^s i RNA^^jSLfco IS^iJ^-l-S -C^$^'SJgM?IJ*^P>'5: 
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N CB I CDB L AS T-y— ie^ij##4 r'a^^-St^^lB^'JI*. FB 
p:Rt;FBP-2 a)M^(::«f#S6<]^j:iB^J'efe-S d tt<7jk^^fzc 

L^j:L^~:$:MRN AO)a > hP— ;Us i RNA (Scramble Duplex; 

Ilfii^j2 : FBP. FBP-2. X( j: F B P - 3 s i R N A (7) jlUflflS^iife 

^0!)^AIC^^FBP> FBP-2> 5LltFBP-3nm&lti:mm\mU 

T;?« 'J*>^-r:^*;U^-V— =1 U>7'>3 > (AT CO A>t>A#Lfcth^g 
mUmm^miB^H e L a S 3;KU^t hf^JJLB^^^3t^^fl3^PC3$^l^f=o # 

mmmmt. i orom^j^i^bflfiMOvjfajf (fbs: jRH/-?-r7i-9--i'x>;^^±) 
J!]PLfc^*jU'<'v=i^^iE-<— ^f;^»^^ie:^^it$i^ll (dm em) i::ig«Lr$t}#Lfco 

Lassmmj^mzr^i^xits i^^^^y 4oooo$jafla$. pc3js$iBiia**ic 

OL^TI*. 1 :A:^tcy 2 O O O 0$BIBS^^il^t=o l-^>X:7x<7v3>^HIC, 
Jlii>t^»iSiillOPT I -MEM (-f >e hPv?x>4±) -e«^;^fe;^Lfc^. 
H e L a s smBfl^^om^lt. 1 %i?i^;S^bB^l^'t7 vJfilJt^^Jn LtcO P T I 
-MEMS O O L^JP^, P C 3 S|fflflg^(Dji-&l±s O P T I -M EM 8 O O ju 

HJfeiJiJl -e^^iSlLfc^s i RNA^. h^>X:7x^*>3>iS^ (:d->j3*3?x 

5> ; -ri^eHPv^x^^i) ^ffiL^r. 8irfB5yc®<D2fi 

(D-!S«1*lcSALyro SALt-s i RNA(i. 
FBP!^^6<]^s i RNAm^i. 
FBP-2^mtfiitd:s i RNA^Jfi. 
FBP-3#m6*)*i:s i RNA^34. 
FBPJkXSFBP-ZCOmyjiznmmtJis i RNAmabs 
=l>hP— ;Us i RNA^3*. 

FBP^Mfi^JT^Cs i RN At FBP-2!ft^6*JJ:j:s i R N A i: (7)I|m?1^. 
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FBP!t#^6<J5ti:s i RNAt FBP-SJ^MWnps i R N A t (D^SjI-^. M 
F B P -Z^^mti^tii s i RNA^tFBP -S^M^ti: s i R N A t<D^»;l^ 

Bute's- s i RN A^SALX;()^^>2 4. 4 8. 7 2 B#FBl^ig^(Z«^Il 
JjRLfco |fili|JlLfc$Hfl&l^, *fflfl&/t^?ffijt;^ [50mmo I / L - T r i s (pH 
7. 5), O. ZSmol/L-NaCI. 1 O %-i7" 'J -t P— 1 % h U K > 
(Triton)X — 100, 1 mm o l/L — EDTA. 1 mm o I /L — E 
GTA. 1mmo l/L-PMSF (phenylmethylsulfonyl fluoride: iz-i^"? 

5 0 0 oHiE-e 1 5^mMi{^Lf~'ik(0±m^m^Lf~o 
#s i RN A<D!f#M14;ai/3as^. #/7(7)^>/'?'^Mu^;u-ea)^iifqi$ijt?5S 

^.-r-Sfctol:!. #»A«^-f Hf- hlC-QlNT. F B P;&lXF B P - 2 ^Eit|-r 
^■>^=^mWFBP (N-15; +»->^^;UXtt) . ^L<(*FBP-3^^^-r-5-^ 

^tn;f*FBP3 (1-20: -y-^^^^juxtt) . xi^tmrnm^ji^^mcD^ti^nu 
^^stt) -em^M mTtmn-T) Ltc^. •:Pn^:;^^:y^^mm^mi^rpv 

DF [poly (vinyl Idene di fluoride)]K(S'j7K 
T^±) iC^^Lfco FBP, FBP-2. J^UF B P — 3 (D-^^Afj^y&l^tclsb. 
FB PS-U^F B P-2^ttJffi<t. FBP-3;&U'T^^>^aiffl0 2H2*y h^W 
mi.tzo "tLX. FBP-32iZ/T^^>^aiffiiZ'> hi*. ::J^P -yx-f ^-^^l^. 
■ef^TLTSSLfc^^^*^— *^=ti:lC. ^^^S4 5KDa~1 1 6 K D a (DSBH 
T? P V D Flii^^ y tti L-C F B P - 3 (Ol^ailC^ffi L. ^=f-m.^ 5 K D a IJITG) 

-e p V D F )!i ^ tj] y HI L T T ^ >(D^^m (c-egffl L o 

in Lx:? p ^v-J?' Lfzm. F B p;ri; f b p -2^ihm p v d f n^-v^ircl* 
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FBP (N-1 5) <!:J5J^^^■B■. 5^1^-^% fS)^t>^W^-:i-=^'^^—ifmmiji^ 

(1-2 0) t^j^^it. ^feL^T% mnt>txS/<-yir^i^^'—ifmmm'^^mt 

PC3^*IBBa**i::l|-r'S>5i@«^lim^^t-o ^1I::*5L^-C. 
U— zi>hP— i RN A^?*(D:^-&o^^^'efey : 
U— >2<*, FBP#S6*l'5:s i RN Am?[*<DJi-&©$S^t?fey ; 
b— >3(*. FBP-2!{#P6*J'iCs i RN A^J|4(Dli^0)$Sm'C'&y : 
U— > 4 (is F B P - 3 s i R N Am34<Dii^(Z)SiSmt: fc ^ : 

L^_;^5li,. FBPi^^W^fs I RN Ad: FBP-2!t#me<J'5:s i RNA,i:<7>^ 

U— >6I*. FBPit#mfi<I5£»:s i RN A<!: FBP-3!t#^W>S:s i RNAtOm 

ly—lyjli:^ FBP-Zfff^fl^JJ^Cs i RN Ai: F B P-Sit^MW'tCs i R N A i: 

U->8I*. FBP3ti;FBP-2<DiiS:^MtmW3£j:s i R N Am^teCOii^fl)^^ 
m-Cfe-So (a) (±^Am2 4^PB^. (b) I*^A^4 8B#Pb% (c) I± 

gll FBPiHpaWdTs i RNA (iB9iJ#^ 5 -eS^tt^^SlB 

5lJ7b^^>^>:'5-^2 >:^!i<i: . iH5»JS^ 9 -emt^^m.&mmii^ t) T^f^T >^-t >XM 
,!:(Dija^iJr; b->2) , F B P - 2 s i RNA (iB5iJ##6 -C^^tt 

; u— >3) . X(*FBP-3#^W*j:s i RNA (iSJiJ 
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P, FBP-2. X(*FBP-3<D^iJ$|qj$llLtre 

^tz. F B Piftme^I'tf s i RN Act FBP-2Jf$MW^d:s i RNAtO^MJl 
^ (U— >5) , F BP!^Mfi*3^j:s i RN Ai: FBP-3i^M6*J^i:s i R N A «!: 
OmmM-^ (U— >6) . X(*FBP-2if#mfi<l'Ei:s I R N A <!: F B P - 3 

m^dis i RNAiio^a?!^ (u— >7) r*. -eti^ti. fbp:ri/fbp-2. 

F B PRU F B P - 3 . Xlt F B P - 2 JSlU F B P - 3 (DilJ^^tPlflJ Lfzo 

Ml-^ FBPS.t)^FBP-2(73M^I-it#Mfi*J'ti:s i RNA (U— >8) 1*^ F 
B P jai; F B P - 2 (D^I^^JiPf IJ Ltro 

tltzo —"^^ 3> hP— iRNA (Scramble Duplex; U— 
>1) 0^A(Cj:oT[*. FBPs FBP-2. FBP-3, JllXT^ ^XD'g- 
^ >/^^m<D^^ld:WJ$tu?^*^ofco Z;h.t)0)$gllci: y . l>jlB#s i RNA<D 

m^M2X'nti:':>tzs 1 RN A^AHeifcfclN-C. ®A*^t>2 4B#M. 4 8B^ 
F^. 7 2B#fe1. 6B$ra^M^IC, 341z:a>3?^:A^e,«fflliS$iEll|RL. 

K'J/^^^-'U— M^fe(::J:oT^«l&^ftl'jLfc„ s i R N A#AB#©$IBBStft(*. 
H e L a S 3 MflS=t*T?l* 8 O O O 0®. P C3mm^^Vlt5 O O O OMX-ib 

pc3mm^m:imir^m^'&m2iz^ h e l a s s-mmBm^m-r^^m'^ 

IB-^ rsj I*. =i>hp— I Rt^Am^om-^com^v^^) ; 
tB-^ TF 1 J li. FBP!RF^e<jJ5:s i RN A#3fiODli-&a>*gmi?fey : 

iB-^ rF2j (*, F BP-z^mmtdis i RN AmMo>^^(o^5g^-efey : 

IB-^ rF3J I*. FBP-34#P6*I^j:s i RN Am^Oym-^O^^^X^^) : 
tE^ r F 1 + F 2 J It. F B Pl^m^ti: s I RNAi:FBP-2 ^M^tj: s i R 

NAt(om&M'^<r>m-^<omm-e&^) ; 

fE# TF 1 +F3J 1*. FBP!f#afi<J5Ej:s i RN A^ FBP-3!t^«fi<)':j:s I R 
IB-^ rF2 + F3j Idls FBP!f#mW«i:s I RNA-ZtFBP-3^m^Us 
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IB-^ rpi F2J I*. FBPS.l/FBP-2a)M:^|::!t#^fi<]^j:s i RNAm?4(D 

FBP, FBP-2, ^L<l*FBP-3!f#mfi«l'£fs i RNAm^SlCj:^. F 
BP. FBP-2. mL<\tFBP-3m^(DmmmU. XISFSPi^mW^Cs 
i RN FBP-Stmfl^J^Cs I RN A(Z>I|S;1^. ^ L < I* F B P - 2 !f#a 
W^s i RN A.}: FBP-3!f#^6*JJti:s i RNAa^mMM-^OmXiZ^^^ FB 
P «t F B P - 3 (Om^^mWM. gL<l*FBP-2<tFBP-3 (7)I^IB#^iJ}iP 

FBPt FBP-2iS5#lC$*f -Ss i RNAmSbs Xl± F B P4#S6<I3£i: 
s i RN A*!: FBP-24mWd:s i RN A<D^«;m^^^ALfc$fflBa-ei*. M 
A*^^4 SBtPsliSig^t^-Ci*. TOs i RN A^#ALfz««!:l^]^i(c$fflM^ 

ek a f= . d a>^A*fflfla-eii. ^A3b^ e> 4 8 ^f^^^mk.t^ t)FBPi:FBP 

- 2 o)i^B#jip*ijA<^«) ^;h.fc FBPtFBP - T.a^Wi^n'^mVitm 

Ml*. FBP5;1;fbp-2 $|^B#lC^3EJ}ip$lJ-r -5 Z J: tj $fflfla5E^M^^^ 

f B p ^mu-r^<^Mt F b p - 2 ^fflfii-r^i^a^#ffl-r -§> - <»: ic ot^,. 



wo 2004/027061 PCT/JP2003/01176S 

23 

iB5tJ#-§-5~8<7)iB5iJ-eS$H§^^®@B?iJ(*> AXfitJlZ-^^Ltcs iRNA 
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SEQUENCE LISTING 

<110> Yamanouchi Pharmaceutical Co., Ltd. 

<110> The Circle for the Promotion of Science and Engineering 

<120> Screening method of agents for treating proliferative diseases 



<130> Y0353PCT-700 

<150> JP 2002-270675 

<151> 2002-09-17 

<160> 25 



<210> 1 

<211> 21 

<212> DNA 

<213> Homo sapiens 

<220> 

<223> Inventor: Masahiro Takeuchi 



<400> 1 

cctcttagga ttacaggaga c 21 



<210> 2 

<211> 21 

<212> DNA 

<213> Homo sapiens 

<400> 2 

aagagacagt tggaagatgg a 21 



<210> 3 - 

<211> 21 

<212> DNA 

<213> Homo sapiens 

<400> 3 

aagaccaagc tgactttcgg g 21 



<210> 4 
<211> 21 



wo 2004/027061 



2/8 



PCT/JP2003/011765 



<212> DNA 

<213> Homo sapiens 

<400> 4 

ggcttgggaa gagtactaca a 21 



<210> 5 

<211> 23 

<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: an artificially synthesized 
sence strand of si RNA 

<220> 

<221> niisc_feature 

<222> (1)..(21) 

<223> RNA 

<220> 

<221> misc_feature 

<222> (22) . . (23) 

<223> DNA 

<400> 5 

ccucuuagga uuacaggaga ctt 23 



<210> 6 

<211> 23 

<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: an artificially syntliesized 
sence strand of si RNA 

<220> 

<221> misc_feature 

<222> (1)..(21) 

<223> RNA 

<220> 

<221> niisc_feature 
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<222> (22) . . (23) 
<223> DNA 

<400> 6 

aagagacagu uggaagaugg att 23 



<210> 7 

<211> 23 

<212> DNA 

<213> Artificial Sequence 

<220> 

<223> Description of Artificial Sequence: an artificially synthesized 
sence strand of sIRNA 

<220> 

<221> misc_feature 

<222> (1)..(21) 

<223> RNA 



<220> 

<221> misc_feature 

<222> (22) . . (23) 

<223> DNA 

<400> 7 

aagaccaagc ugacuuucgg gtt 23 



<210> 8 

<211> 23 

<212> DNA 

<213> Artificial Sequence 

<220> 

<223> Description of Artificial Sequence: an artificially synthesized 
sence strand of si RNA 



<220> 

<221> niisc_feature 

<222> (1)..(21) 

<223> RNA 



<220> 
<221> 



misc_feature 
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<222> (22) . . (23) 
<223> DNA 

<400> 8 

ggcuugggaa gaguacuaca att 23 



<210> 9 

<211> 23 

<212> DNA 

<213> Artificial Sequence 

<220> 

<223> Description of Artificial Sequence: an artificially synthesized 
antisence strand of sIRNA 

<220> 

<221 > m i sc_f eatur e 

<222> (1)..(21) 

<223> RNA 

<220> 

<221> misc_f eatur e 

<222> (22).. (23) 

<223> DNA 

<400> 9 

gucuccugua auccuaagag gtt 23 



<210> 10 

<211> 23 

<212> DNA 

<213> Artificial Sequence 

<220> 

<223> Description of Artificial Sequence: an artificially synthesized 
antisence strand of si RNA 

<220> 

<221> misc_feature 

<222> (1)..(21) 

<223> RNA 

<220> 

<221> misc_f eatur e 



wo 2004/027061 



5/8 



PCT/JP2003/011765 



<222> (22).. (23) 
<223> DNA 

<400> 10 

uccaucuucc aacugucucu utt 23 



<210> 11 

<211> 21 

<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: an artificially synthesized a 
ntisence strand of siRNA 

<220> 

<221> misc_feature 

<222> (1)..(21) 

<223> RNA 

<220> 

<221> misc_feature 

<222> (22) . . (23) 

<223> DNA 

<400> 11 

cccgaaaguc agcuuggucu u 21 



<210> 12 

<211> 23 

<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: an artificially synthesized 
antisence strand of si RNA 

<220> 

<221> niisc_feature 

<222> (1)..(21) 

<223> RNA 

<220> 

<221> inisc_feature 
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<222> (22) . . (23) 
<223> DNA 

<400> 12 

uuguaguacu cuucccaagc ctt 



<210> 13 

<211> 21 

<212> RNA 

<213> Homo sapiens 

<400> 13 

ccucuuagga uuacaggaga c 



<210> 14 

<211> 21 

<212> RNA 

<213> Homo sapiens 

<400> 14 

aagagacagu uggaagaugg a 



<210> 15 

<211> 21 

<212> RNA 

<213> Homo sapiens 

<400> 15 

ggcuugggaa gaguacuaca a 



<210> 16 

<211> 21 

<212> DNA 

<213> Homo sapiens 

<400> 16 

gttcoagatg gaatggttgg a 



<210> 
<211> 
<212> 



17 
21 
ONA 
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<213> Homo sapiens 
<400> 17 

cctcttagga ttacaggaga c 21 



<210> 18 

<211> 21 

<212> DNA 

<213> Homo sapiens 

<400> 18 

gttcggaatg agtatgggtc a 21 



<210> 19 

<211> 21 

<212> DNA 

<213> Homo sapiens 

<400> 19 

ctaatggaca aggagatcag c 21 



<210> 20 

<211> 2t 

<212> DNA 

<213> Homo sapiens 

<400> 20 

tacgaatgtg gaoaaaoctc t 21 



<210> 21 

<211> 21 

<212> DNA 

<213> Homo sapiens 

<400> 21 

totgtcoaga aagccaagat g 21 



<210> 22 

<211> 21 

<212> DNA 

<213> Homo sapiens 



wo 2004/027061 



8/8 



PCT/JP2003/011765 



<400> 22 

ggacttcaat gacagaagag t 21 



<210> 23 

<211> 21 

<212> DNA 

<213> Homo sapiens 

<400> 23 

gagacagttg gaagatggag a 21 



<210> 24 

<211> 21 

<212> DNA 

<213> Homo sapiens 

<400> 24 

agagacagtt ggaagatgga g 21 



<210> 25 

<211> 21 

<212> DNA 

<213> Homo sapiens 



<400> 25 

gaagatccag aatgatgctg g 



21 
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